INTRODUCTION
Streptococcus pneumoniae is a gram-positive bacterium with more than 90 serotypes associated with diseases such as acute otitis media (AOM), pneumonia, and invasive pneumococcal disease (IPD), such as bacteremia and meningitis [1] . Although IPD is more severe and has a greater chance of leading to mortality, pneumonia and AOM represent a significant portion of the burden of disease and associated medical costs [2, 3] .
Since the early 2000s, pneumococcal conjugate vaccines (PCVs) containing 7 (PCV7, Prevnar/ Ò , Wyeth Lederle Vaccines), 10 (PCV10, Synflorix Ò , GlaxoSmithKline Biologicals S.A.), and 13 serotypes (PCV13, Prevnar 13 Ò , Wyeth/ Pfizer Vaccines) have been developed and implemented worldwide for use in routine infant immunization programs. Details on the serotypes covered by each vaccine can be seen in the online Supporting Information (S1 Table 7 ). The use of these vaccines has substantially reduced the burden of vaccine-type pneumococcal disease. In Canada, PCV7 received regulatory approval from Health Canada in June 2001. The National Advisory Committee on Immunization (NACI) makes recommendations for the use of vaccines. Individual provinces are responsible for implementation and funding of the NACI recommendation, and by 2005, PCV7 was included in routine infant immunization schedules across all provinces. Cases of IPD due to the PCV7 serotypes dramatically decreased following the introduction of PCV7 [4, 5] . However, non-PCV7 serotypes began to emerge, with a statistically significant increase for serotype 19A [4] . PCV10, which does not cover serotype 19A, replaced PCV7 as the vaccine of choice in 2009 in many provinces for a brief period of time. However, in 2010, NACI reviewed the epidemiology of IPD in Canada and recommended PCV13 as the product of choice for routine infant immunization to address the increased burden of illness due to serotypes contained in PCV13 but not in PCV7 and PCV10, particularly 19A [6] . By 2011, PCV13 was included in the routine infant immunization schedules of all provinces.
As it covers a larger number of serotypes, PCV13 may provide greater value with respect to disease prevention but at a higher acquisition cost than PCV10. As government-funded programs are periodically reevaluated within the context of scarce health care resources, switching to a lower-valent, less-costly vaccine could be an option to help contain costs and in the context of decreasing burden of pneumococcal disease due to the success of vaccination. However, switching from PCV13 to PCV10, a vaccine that does not contain serotypes 3, 6A, and 19A, may have undesirable consequences, such as resurgence of these serotypes (that are still circulating within the Canadian population). Specifically, 19A is known for its link with complicated disease, multidrug resistance and the need for longer antimicrobial treatment [7] .
Although previous cost-effectiveness analyses in Canada and other countries have found PCV13 to be cost saving compared with PCV10 [8] [9] [10] [11] [12] [13] , most of these models have been developed to evaluate the impact of introducing a PCV immunization program, and none have evaluated the impact of switching between two vaccination programs. Understanding the potential impact of a program switch will give decision-makers relevant additional information about the program's clinical and economic value. The objective of this study was to assess the impact of switching the infant pneumococcal vaccination program from the use of PCV13 to PCV10 in the context of the Canadian health care system.
METHODS
We developed a decision-analytic model in Microsoft Excel using secondary data analysis. This article does not involve the study of human participants or animals performed by any of the authors and as such was not subject to institutional review board approval. Table 1 summarizes all inputs used in the model.
Population and Comparators
The model compares the impact of implementing an infant vaccination program in which the pneumococcal vaccine of choice is switched to PCV10 versus continued use of PCV13. The population of Canada (35, 848, 610) is included in the analysis, in which 776,370 children \ 2 years of age are eligible for pneumococcal vaccination (Table 1) . Eighty-five percent of infants were assumed to be vaccinated each year [14] . The population was stratified into seven age groups: \ 2, 2-4, 5-17, 18-34, 35-49, 50-64, and 65? years.
Model Structure
A decision-analytic model ( Fig. 1 ) was developed to estimate the public health and economic impact of potential changes in incidence of pneumococcal disease should Canada switch from a PCV13-based infant vaccination program to a PCV10-based program. Specifically, the model used historical IPD surveillance data by age group and serotype to project the serotype and disease incidence given vaccination with PCV10 or PCV13 so that the costs and clinical impact of each vaccination program can be calculated. In addition, we estimated cases of pneumococcal AOM and pneumococcal pneumonia as a function of IPD incidence.
Estimating IPD Cases
For forecasting the number of IPD cases, historical, age-and serotype-specific surveillance data were obtained. Nationwide populationbased surveillance data are not available in Canada. As such, age-and serotype-specific IPD incidences were obtained from the Toronto Invasive Bacterial Disease Network populationbased active surveillance data set and extrapolated to the Canadian population. IPD surveillance data were collected from 2001 to 2015, a time period spanning the use of PCV7, PCV10, and PCV13. ''Covered periods'' represent periods in which a vaccine that covered a specific serotype was in use within the vaccination program, and ''noncovered periods'' represent periods in which no vaccine or a vaccine that did not cover a specific serotype was used in the vaccination program. The direct and indirect effects of a specific vaccine were assumed to be implicitly captured within these surveillance data.
For forecasting cases of invasive disease, serotype-and age-group-specific trend lines were independently fit to historical data of covered and noncovered periods. For example, for serotypes 3, 6A, and 19A, noncovered trend lines were based on data prior to 2011 (i.e., the years prior to PCV13 introduction). The trend line equations were created based on the best data fit (highest R-squared) from a set of standard distributions. Trend lines for covered periods were based on linear, logarithmic, exponential, and power functions. Trend lines for noncovered periods were conservatively based on linear and logarithmic functions to reduce the risk of projecting immediate, unrealistically large increases in disease incidence.
Additional assumptions were made about the forecasting. When the vaccination program removed vaccine pressure on a serotype (e.g., when PCV13 is switched to PCV10, serotype 19A becomes noncovered), it is possible that the indirect effects (from individuals previously vaccinated with PCV13) and low prevalence of pneumococcal carriage would potentially delay [23] and average hours worked per week (35.4) [17, 23, 24] the resurgence of disease. To address this possibility, a 2-year lag ( Fig. 1 ) was assumed before serotype reemergence would begin after a switch to PCV10. Additionally, an upper limit on forecasted incidence was applied, as it was assumed that the forecasted disease reemergence in each age group would not exceed the highest incidence reported in the non-covered periods of the historical data (Fig. 1 ). This upper limit was included because whether the IPD incidence would increase beyond pre-PCV levels given a new serotype distribution is not known. The projected IPD trend lines for each age group and serotype are presented in the online Supporting Information (S1 Tables 2-7) for the covered and noncovered periods. Historical IPD surveillance data included all invasive disease. The model considered IPD a combination of meningitis and bacteremia based on the respective agespecific proportions of each disease to estimate the associated costs and outcomes of each health state [16] (Table 1) .
Estimating Pneumonia Cases
Incidence of all-cause hospitalized and nonhospitalized pneumonia was obtained from the Canadian Institute for Health Information (CIHI) Discharge Abstract database (OXON, 2011 and 2014) ( Table 2) . Historical incidence of all-cause pneumonia was available from 2001 to 2014.
Because data are not available on serotypespecific pneumococcal pneumonia, it was assumed that 20% of all-cause hospitalized and 20% of all-cause nonhospitalized pneumonia were due to S. pneumoniae with ratios constant over time. This was estimated based on the range used in Morrow, De Wals [18] (13-37%), assuming several years of PCV13 use and therefore a reduction in the burden of pneumococcal pneumonia. The numbers of hospitalized pneumococcal pneumonia and nonhospitalized pneumococcal pneumonia cases each year were estimated based on the same relative change in IPD cases forecasted each year. The direct and indirect effects of vaccination across all age groups are implicitly considered through the IPD data and were correspondingly considered in the base-case analysis for hospitalized pneumonia. We assumed no effects of vaccination on incidence of nonhospitalized pneumonia.
Estimating AOM Cases
Due to limited availability of data specific to pneumococcal AOM incidence, the approach for estimating pneumococcal AOM incidence was similar to the approach for pneumonia. The incidence of all-cause AOM was obtained from published literature (Table 2 ) [18, 26] but was assumed to only occur in individuals \ 5 years of age. The proportion of all-cause AOM incidence that is pneumococcal was conservatively assumed to be a constant 20% to be consistent with estimates for pneumonia [18] . AOM incidence was assumed to vary proportionately with IPD. The number of pneumococcal AOM cases was obtained by multiplying the proportion of pneumococcal AOM cases by the relative change in IPD cases forecasted each year. This methodology implicitly accounts for both direct and indirect effects of vaccination for those \ 5 years of age. Though data exist suggesting that PCVs may have an impact against AOM caused by nonpneumococcal pathogens such as nontypeable Haemophilus influenza (NTHi) [27] , this analysis assumed that the impact was limited to serotypes contained in the vaccines.
Mortality
General population all-cause mortality was derived using the demographics and number of deaths reported by Statistics Canada for 2015/2016 [15, 19] . Additional mortality due to IPD and hospitalized pneumonia was obtained from Jetté, Delage [20] and Scheifele, Halperin [21] ( Table 1) . Occurrence of AOM and nonhospitalized pneumonia was assumed not to increase mortality.
Disease Sequelae
Pneumococcal disease may result in clinical sequelae such as neurologic impairment and hearing loss. For meningitis, hearing loss and neurologic impairment were included for 13 and 7% of patients, respectively [28, 29] . Sequelae of bacteremia or pneumonia were not considered. For AOM, 5% of patients were assumed to require myringotomy procedures [18] .
Costs
Costs included vaccine acquisition and administration, direct and indirect disease-related costs, and myringotomy procedure. Potential additional costs of complications associated with meningitis were not included. In Canada, publicly funded vaccines are exclusively contracted with group purchasing organizations under confidential terms. The price of PCV10 was estimated to be 30% lower than PCV13 [30, 31] . Cost of administration was estimated to be $6.63 [22, 32] . Direct and indirect costs for each disease by age group [17, 18] are summarized in Table 1 . Indirect costs were estimated as lost productivity due to cases of disease for patients, parents, and/or caregivers affected by the disease using the human capital approach [17, 23, 33] . All costs were adjusted to 2017 values and discounted at a rate of 3% [22, 34] .
Utility Inputs
We assumed an age-specific baseline utility weight for individuals in each age group who did not experience a case of disease. Utilities were estimated from the general Canadian population and used in a previous Canadianspecific cost-effectiveness analysis [9] (Table 1) . Utility decrements were applied for each occurrence of disease. Annual decrements of 0.0079 and 0.0232 were assumed for bacteremia and meningitis, respectively [35] . Decrements of 0.0050, 0.0040, and 0.0060 were assumed for AOM, nonhospitalized pneumonia, and hospitalized pneumonia, respectively [16] . Meningitis-related sequelae utility decrements were considered for neurologic impairment (0.40) and hearing loss (0.20) [18, 36] . Utilities were also discounted at a rate of 3% [34] .
Base-Case Calculations
The projected number of cases, life-years, quality-adjusted life-years (QALY)
Sensitivity Analyses
To test the robustness of the model assumptions and specific parameters used in the analysis, we examined the effect of changing parameters and assumptions in one-way sensitivity analyses. Individual parameters and assumptions varied based on 95% confidence intervals (CIs), plausible ranges from the literature, or ± 20% when neither CIs nor plausible ranges were available. Results were plotted on tornado diagrams in which inputs were presented from most to least sensitive.
Series of scenario and multi-way sensitivity analyses were also performed to examine the impact of varying combinations of parameters and assumptions (Supporting Information). Specifically, due to the uncertainty surrounding serotype replacement and to avoid under-or overestimation of vaccine impact, a number of scenarios were tested by varying trend lines based on historical surveillance data from the UK and USA to reflect PCV13 infant vaccination and The Netherlands and Finland to reflect PCV10 infant vaccination [37] [38] [39] [40] [41] [42] [43] . These countries were chosen because PCVs have been used with high uptake over a long period of time, and each of these countries has a robust surveillance system in place. Additionally, we considered a time horizon of 5 years, a scenario excluding indirect costs, and a scenario in which indirect effects for hospitalized pneumonia were not considered (i.e., a change in hospitalized pneumonia incidence was constrained to those \ 5 years of age). Finally, to consider the possibility of having reached an equilibrium with PCV13 use, we considered a scenario in which disease incidence under PCV13 use had reached a minimum in all age groups and thus any changes in incidence with PCV13 use would be increases as a result of serotype replacement.
In addition to one-and multi-way sensitivity analyses, probabilistic sensitivity analyses were performed (second-order Monte Carlo simulations). The proportion of IPD that is meningitis, vaccination rate, percentage of all-cause AOM that is pneumococcal AOM, percentage of allcause pneumonia that is pneumococcal pneumonia, utilities, and disease-specific mortality were drawn from a beta distribution. Limits on forecasted incidence, time to disease reemergence, direct costs, vaccine acquisition costs, vaccine administration costs, myringotomy procedure cost, lost productivity, and number of general deaths were drawn from a gamma distribution. Analyses were run 10,000 times to ensure stability in the results for each relevant scenario.
RESULTS

Base-Case Results
If Canada switches from a PCV13-to PCV10-based infant vaccination program, 762,531 more cases of disease are predicted to occur because of serotype reemergence (Table 3) over the next 10 years. The largest number of cases prevented with continued use of PCV13 was observed for AOM (709,073 cases prevented) followed by hospitalized pneumococcal pneumonia (38,556), nonhospitalized pneumococcal pneumonia (10,285), and bacteremia (3009). The increase in cases with PCV10 resulted in reduced life-years (-12,021) and QALYs (-10,948) compared with continued use of PCV13.
For both vaccination strategies, most of the forecasted cases of IPD occurred in individuals \ 2 and C 65 years of age ( Fig. 2a, b ; for other age groups, see online Supporting Information S1 Fig. 1a-c) . Noncovered serotypes represented the majority of disease incidence in both of these age groups. In those \ 2 years of age, overall disease incidence was estimated to increase substantially more with a PCV10-based program than with a PCV13-based program.
Despite a 30% higher cost of vaccination with PCV13 (increase of $180 million over 10 years), the costs of treating cases of disease more than offset these costs. Specifically, maintaining vaccination with PCV13 was estimated to save at least $500 million over a 10-year period.
Sensitivity Analyses
The one-way sensitivity analysis (Fig. 3) demonstrated that a PCV13-based program remained cost saving over a 10-year horizon as parameters changed within their plausible In scenario analyses, we observed that even over a 5-year time horizon or when excluding indirect effects in hospitalized pneumonia, a PCV13-based vaccination program remained more cost-saving than a PCV10-based vaccination program. When data from the UK and US were used to forecast cases of disease for PCV13 and The Netherlands and Finland data were used to forecast cases of disease for PCV10, a PCV13-based program remained cost saving (Table 4 ; differences in trend lines over time can be seen in S1 Fig. 2 and S1 Fig. 3 ) in all but the scenario when UK data were used for PCV13 and The Netherlands data were used for PCV10. Using data from the US to forecast PCV13 trends resulted in greater cost savings and health gains with continued use of PCV13 versus a switch to PCV10. Finally, in a scenario excluding indirect costs (not shown), PCV13 remained a cost-saving strategy and was estimated to save the Canadian health system approximately $350 million over a 10-year period.
The probabilistic sensitivity analysis showed that a PCV13-based program remained dominant in 100% of the simulations (Fig. 4) . Mean difference in costs and QALYs were 
DISCUSSION
We developed a decision-analytic model to forecast and compare the public health and economic impact of sustained use of PCV13 with a change in PCV recommendation to a lower-valent vaccine (i.e., PCV10) in the infant vaccination program in Canada. The analysis estimated that continuing the PCV13 program would be cost saving within both the 5-and 10-year time horizons and would provide better outcomes compared with switching to PCV10. The expected increase in cases of disease with a switch to PCV10 was predominantly a result of increases in incidence of cases because of serotypes 3 and 19A in the \ 2-and C 65-year-old populations. PCV13 remained the most costsaving strategy in nearly all scenarios when varying parameters and model assumptions within plausible ranges as well as when varying assumptions on vaccine impact and serotype replacement using trend lines from other countries. While we did not consider two-way sensitivity analyses, the results of the one-way analysis, in which PCV13 remained dominant in all cases, suggest that a two-way sensitivity analysis would not change the cost-effectiveness of PCV13. A three-way sensitivity analysis involving the three most sensitive parameters from the one-way sensitivity analysis still resulted in cost savings with PCV13.
These results are consistent with some previous studies' findings. Clinical evidence has shown that reducing PCV pressure results in an increase in disease incidence within a very short time period [44, 45] . Waye and Chuck [46] developed an economic model using serotypespecific IPD surveillance data from the Alberta Public Health Laboratory and found that the introduction of PCV13 reduced the number of IPD cases significantly and resulted in cost savings. Two Markov-based cost-effectiveness analyses for a PCV13-based program in Canada showed PCV13 to be dominant over a lifetime horizon compared with a PCV10-based program [8, 47] . However, these models all assumed the same price for PCV10 as PCV13. The results of our study strongly suggest there is economic value in continuing a PCV13-based program, as PCV13 was found to be cost saving despite an Indirect effects on pneumonia excluded -$174,520,510 3567
No further IPD incidence reduction for PCV13 after 2018 -$512,589,890 10,860 PCV7 7-valent pneumococcal conjugate vaccine, PCV10 10-valent pneumococcal conjugate vaccine, PCV13 13-valent pneumococcal conjugate vaccine, QALY quality-adjusted life-year assumed 30% price difference between the vaccines. Costs related to long-term sequelae due to bacteremia and meningitis were also omitted. As such, medical cost savings are likely underestimated. This study adds to the body of evidence surrounding the impact of PCVs and is the first analysis to estimate the impact of changing vaccination programs from a 13-to 10-valent vaccine. Existing analyses utilized prevaccine incidence in a naive population to estimate the impact of introducing a PCV program [8, 11, 47, 48] . However, given significant experience with PCVs in most countries, these methods are no longer appropriate. Previous analyses have also generally used a cohort-or population-based approach that does not fully consider the indirect effects of vaccination and impact of serotype replacement. By modeling each serotype individually by age group at a population level, this analysis more accurately estimates potential serotype replacement in the event of a vaccine switch. This methodology also provides a more realistic picture of how the vaccination programs may behave as it relies on real-world effectiveness data as opposed to the efficacy data used in most existing analyses [8, 11, [47] [48] [49] [50] [51] . This means that the forecasts inherently capture vaccine dynamics observed in the real world, such as vaccine waning, crossreactivity, and herd protection.
Out results are consistent with a comparable analysis recently published by Zhou et al. [52] in which they estimated the future impact of IPD in adults over 65 years of age in Quebec. However, Zhou et al. [52] did not evaluate the costs, impact across all ages, or effect of changing vaccine programs.
As with any modeling exercise, the approach is subject to limitations. A key assumption is Fig. 4 Probabilistic sensitivity analyses. The large point denotes the base-case difference in costs and difference in QALYs. Individual dots represent results for each of 10,000 iterations of the model. CE Cost-effectiveness, ICER incremental cost-effectiveness ratio, QALY qualityadjusted life-year that historical serotype trends will determine future disease incidence. In other words, the model assumes disease dynamics will continue to behave similarly to what was observed in the past. This assumption has the benefit of being a conceptually simple and intuitive approach. However, it does not account for natural fluctuations that can be observed in the absence of vaccine pressure, serotype replacement, changes in vaccine uptake, antibiotic prescription use, changes in clinical practice, genetic mutations, or other unanticipated factors. We attempted to mitigate some of these limitations by putting an upper limit on disease reemergence such that it did not exceed the incidence reported in the noncovered periods of the historical data. We also allowed for a delay in reemergence of noncovered serotypes to account for low prevalence of pneumococcal carriage at the time of a switch to PCV10. Additionally, we considered forecasts based on historical surveillance data from other countries (the UK, the US, Finland, and The Netherlands) to explore the sensitivity of the model's results to different rates of serotype replacement under different dosing schedules and historical experience with PCVs [37, 39, 42, 44] . Given the experience of PCVs has varied across countries, these scenarios account for differences in the effectiveness of each vaccine against vaccine serotypes, potential cross-reactivity (6A and 19A), and non-vaccine type replacement. Consistently, we have seen decreases in disease caused by serotype 19A in countries using PCV13 and increases in countries using PCV10 in both vaccinated and unvaccinated age groups [53] . Recent evidence further demonstrates limited evidence of PCV10 providing cross-protection with serotype 19F [54, 55] . For serotype 3, while indirect effects have been more varied in older age groups with PCV13, results in this study were not significantly impacted by assumptions on serotype 3, and scenario analyses were robust to different forecasting assumptions [42, 56] . For example, despite recent increases in serotype 3 and other non-vaccine serotypes in the UK, results remained consistent using UK trend lines [42] .
Another limitation is that, although PCV7 was available in Canada as early as 2001, the implementation of PCV7 as part of the routine infant vaccination program in the provinces occurred at different times. We chose 2005 (the year of implementation in Ontario) as the anchor for the rest of Canada. It is highly probable that some children in Ontario received PCV7 before it was added to the routine immunization program (Pfizer internal data), which would explain why the incidence of disease was already decreasing in 2005 (Fig. 2a, b) . However, this does not impact the forecasted trend lines and results because PCV7 serotype disease has largely been eradicated and those serotypes are common between both vaccines.
The analysis assumes that a constant proportion of all-cause pneumonia and AOM disease is caused by S. pneumoniae. Previous analyses assumed a constant incidence of AOM and pneumonia and adjusted all-cause clinical efficacy of PCV7 by the ratio of serotype coverage of the vaccine [11, 57, 58] . As the prevalence of nasopharyngeal carriage declines in the population under vaccine pressure, the shift in the ecologic niche may influence the proportion of pneumonia and AOM caused by S. pneumoniae. Thus, the remaining serotypes observed causing IPD may have a different propensity to cause AOM or pneumonia. Limited data are available to inform such assumptions, and therefore results may be over-or underestimated. However, a similar approach has been used in previous studies to estimate the relationship between invasive and noninvasive pneumococcal disease [59] , and results in this study were robust to extensive sensitivity analyses.
The analysis does not consider potential benefits of vaccines on other non-S. pneumoniae bacteria such as NTHi. An investigational 11-valent vaccine in which all serotypes were conjugated to protein D, a highly conserved protein from NTHi, showed statistically significant efficacy against all AOM episodes due to NTHi [60, 61] . Previous economic analyses have assumed an additional benefit for PCV10 in preventing NTHi AOM based on evidence for this investigational 11-valent vaccine [47, 50, 51, 62, 63] . However, real-world effectiveness data published over the last few years have presented mixed evidence. To our knowledge, to date, no study of PCV10 has shown a similar effect as that seen for the investigational 11-valent vaccine in reducing NTHi-caused AOM [64] .
Additionally, the analysis did not specifically consider a potential effect of the publicly funded, 23-valent pneumococcal polysaccharide vaccine (PPV23) program for adults C 65 years in Canada. However, any use and impact of PPV23 is inherently captured within the historical IPD surveillance and hospitalized pneumonia data. In addition, the use of PPV23 in adults C 65 years would not change given a change in vaccine in an infant vaccination program. Furthermore, PPV23 was used throughout the history of the PCV infant vaccine program in Canada. Thus, results are likely unaffected, even though the incidence of disease due to serotypes specific to PPV23 has been consistently increasing among adults C 65 years since 2008 [65, 66] .
As in all pneumococcal vaccine economic analyses, this study is also subject to the limitation of available data. Specifically, we do not have serotype-specific information for all of Canada. To estimate the serotype-specific incidence for the country as a whole, we assumed that the distribution of cases as seen in the Toronto Invasive Bacterial Disease Network surveillance data is representative of the general Canadian population. The assumption this has on the model results is unclear. However, when performing this analysis using Quebec-specific surveillance data, results were even more favorable for PCV13 [30] . Finally, some newer evidence exists on the disutility associated with pneumonia in adults, but for modeling simplicity this study assumed consistent utility rates for all age groups [67, 68] . However, using these estimates would have only improved results for PCV13, so our estimates should be considered conservative.
CONCLUSION
This analysis incorporates observed trends in serotype dynamics in the presence and absence of vaccination pressure. The approach is novel and intuitive and relies on observed historical data that may better reflect real-world effectiveness of pneumococcal vaccines given their extended use. Furthermore, the historical incidence data used to drive the analysis inherently considers factors such as herd protection, waning efficacy, and cross-reactivity. This allows for the modeling approach of a very complicated disease to be greatly simplified and more easily understood. The use of a forecasting approach also allows us to easily understand both historical and projected data to observe changes in incidence over time. The results of this analysis estimated that switching from a PCV13-to a PCV10-based infant vaccination program would increase the total incidence of disease due to the reemergence of serotypes 3, 6A, and 19A, the latter known for its link with severe disease and high likelihood of presenting antibiotic resistance. Therefore, switching may lead to a substantial burden on public health and costs to the health care system. the work as a whole, and have given their approval for this version to be published.
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